Case reports: A 66 year old female patient had relapsing fever and non-suppurative panniculitis suggestive of enigmatic ''Weber-Christian disease'' (WCD). Antineutrophil cytoplasmic antibodies with specificity for human leucocyte elastase (HLE-ANCA) were detected. A biopsy showed small vessel vasculitis and panniculitis. A 53 year old man had recurrent episodes of abdominal pain, erythematous rash, and myalgia. Fever attacks had stopped a few years ago. A biopsy showed panniculitis and fasciitis. In both patients mutations (R92Q, T50M) of the tumour necrosis factor receptor super family (TNFRSF) 1A gene were disclosed. Mutations of the TNFRSF 1A gene are the cause of tumour necrosis factor receptor associated periodic syndrome (TRAPS). Both patients responded favourably to treatment with the human soluble p75 TNFa receptor fusion protein etanercept (2625 mg subcutaneously/week). Discussion: Small vessel vasculitis and panniculitis have not been reported in TRAPS so far. The cases underline the importance of TNFa regulation in inflammatory processes including vasculitis. Genetically determined causes of fever may account for some cases of WCD. R elapsing febrile panniculitis (''Weber-Christian disease'' (WCD)) is an enigmatic clinical problem. It may present as idiopathic disease or in a variety of other conditions, such as connective tissue diseases or lymphomas. However, many authors doubt that WCD is a separate disease entity. 1 Cutaneous manifestations have also been reported in hereditary periodic fever syndromes such as familial Mediterranean fever (FMF), hyperimmunoglobulinaemia D and periodic fever syndrome, and tumour necrosis factor receptor associated periodic syndrome (TRAPS). 2 Herein, we report on two patients apparently with WCD in whom a genetically determined cause of their vasculitis (patient 1) and panniculitis and fever (both patients) was disclosed.
CASE REPORTS
Case 1 A 66 year old white woman had had relapsing episodes of fever, migratory erythematous macules, oligoarthritis, and myalgias for years, but not in her childhood. The erythrocyte sedimentation rate, C reactive protein, and leucocyte counts rose dramatically during her recurrent attacks of fever, oligoarthritis, and macules. A skin biopsy showed a small vessel vasculitis and panniculitis ( fig 1) . Antineutrophil cytoplasmic antibodies with specificity for human leucocyte elastase (HLE-ANCA) were repeatedly detected, but no other symptoms of systemic vasculitis were found. Infectious diseases, haematological neoplasia and solid tumours, a 1 antitrypsin deficiency, pancreatic diseases, and primary or secondary systemic vasculitides were excluded. The clinical presentation seemed to be consistent with the diagnosis of an idiopathic WCD. The patient had not responded sufficiently to various immunosuppressive treatments (colchicine, gold, methotrexate, leflunomide, azathioprine). Therefore, genetically determined causes of recurrent fever were also evaluated. FMF was excluded by MEFV gene analysis. Serum IgD levels were repeatedly normal. Analysis of the tumour necrosis factor receptor super family (TNFRSF) 1A gene was performed as described previously, 3 demonstrating the R92Q mutation (fig 2) . TRAPS was diagnosed. The patient reported that two sisters living in Russia had similar symptoms. The patient responded favourably to treatment with the human soluble p75 tumour necrosis factor a (TNFa) receptor fusion protein etanercept (2625 mg subcutaneously/ week).
Case 2
A 53 year old white man had recurrent episodes of abdominal pain, erythematous skin rash, and myalgia accompanied by increased serological markers of inflammation. Symptoms Abbreviations: FMF, familial Mediterranean fever; HLE-ANCA, antineutrophil cytoplasmic antibodies with specificity for human leucocyte elastase; PCR, polymerase chain reaction; TNFa, tumour necrosis factor a; TNFRSF, tumour necrosis factor receptor super family; TRAPS, tumour necrosis factor receptor associated periodic syndrome; WCD, ''Weber-Christian disease'' including fever had occurred early in childhood, but he had not had fever for many years. ANCA were not detected. Renal and other functions were normal. A biopsy disclosed panniculitis and fasciitis. In contrast with the first patient, no small vessel vasculitis was seen in the biopsies. Again the clinical presentation seemed consistent with the diagnosis of WCD. Symptoms responded to high dose prednisolone (.50 mg/day), but recurred upon tapering of the dose. Family history was remarkable for his late father who had had abdominal pain and arthralgia. Two of his children had recurrent febrile episodes. Analysis of the TNFRSF 1A gene disclosed the T50M mutation in the patient (fig 2) and both children (data not shown). TRAPS was diagnosed. Etanercept treatment (2625 mg subcutaneously/week) resulted in remission of the disease and successful tapering of the dose of concomitant prednisolone.
DISCUSSION
We found mutations (R92Q, T50M) in the TNFRSF 1A gene coding for the p55 TNF receptor as the underlying cause of recurrent febrile episodes and biopsy proven panniculitis in two patients. One patient also had cutaneous small vessel vasculitis. The other had fasciitis. Both patients had systemic manifestations such as oligoarthritis, migratory erythematous macules, oligoarthritis, and myalgia. To our knowledge small vessel vasculitis and panniculitis have not been reported in TRAPS so far.
TRAPS is caused by mutations in the extracellular region of the p55 TNFa receptor, resulting in impaired cleavage and down regulation of the membrane expressed form of the receptor, a diminished shedding of the potentially antagonistic soluble form of the receptor, and-as a consequenceunbalanced TNFa action. 3 4 Miscellaneous clinical manifestations such as migratory erythematous macules, fasciitis, arthralgia, myalgia, abdominal and pleuritic chest pain have been reported in TRAPS. [5] [6] [7] Our first patient also had migratory erythematous macules, but unlike the second patient no erythematous nodules typical of panniculitis. Low titre HLE-ANCA were repeatedly detected in our first patient, but the relation to TRAPS (as well as to other vasculitides) remains unclear. Interestingly, ANCA have been shown before in another hereditary disorder characterised by low major histocompatibility complex class I expression, a dysregulated immune response, and a clinical condition closely resembling Wegener's granulomatosis. 8 The second patient had fasciitis and panniculitis. Fasciitis has been reported as a manifestation of TRAPS only recently. 7 Based on our findings and previous reports on dermatological and systemic manifestations, [3] [4] [5] [6] [7] it seems likely that impaired TNFa regulation might predominantly affect the skin as well as the synovia and mesothelia-that is, highly vascularised tissues, in TRAPS. Premature leucocyte activation due to impaired TNFa regulation and consecutive endothelial damage might result in vasculitis or panniculitis, or both, in some patients with TRAPS. The observation of vasculitis in TRAPS also adds further weight to reports on a pivotal role of impaired TNFa regulation in the pathogenesis of some primary systemic vasculitides such as Wegener's granulomatosis. 9 Against this background TNFa blockade with the human soluble p75 TNFa receptor fusion protein etanercept is advocated as the preferred treatment in TRAPS. 10 11 Of note, we analysed another three patients presenting with relapsing febrile non-suppurative panniculitis of unknown cause for mutations of the TNFRSF 1A gene and other causes of hereditary periodic fevers. We found no mutations in these three patients. Our report suggests that other currently unknown hereditary and environmental factors might still be disclosed as causes of ''idiopathic'' relapsing panniculitis and vasculitides. 
